The incidence of skin and soft tissue infections (SSTIs) in the United States increased sharply in both the inpatient and outpatient settings after the year 2000 [1, 2] . SSTIs, often caused by Staphylococcus aureus, are routinely encountered by physicians treating children and adults [3] and include a range of conditions from uncomplicated folliculitis, skin abscess, or cellulitis to severe, life-threatening infections such as necrotizing fasciitis. They accounted for more than 14 million outpatient visits in the United States in 2005 [2] and for approximately 7%-10% of all North American inpatient hospital admissions in 2000 [4] . According to data from the National Inpatient Sample (NIS) of the US Healthcare Cost and Utilization Project, the incidence of SSTIs increased by 29% among US hospitalized inpatients from 2000 to 2004 [5] . This increase can be attributed to an epidemic of community-associated (CA) methicillinresistant S aureus (MRSA) infections, and especially those caused by the USA300 MRSA strain type [6] [7] [8] . More than 30% of patients who have a CA-MRSA SSTI are diagnosed with a recurrent SSTI within 1 year, compounding the epidemic [9] [10] [11] . Few published data are now available about the trends in US SSTI epidemiology after 2011.
We set out to examine temporal trends in incidence density of SSTIs from 2006 to 2014 at the University of Chicago Medicine (UCM). We hypothesized that the incidence of SSTIs decreased during this period because we and our colleagues in emergency departments (EDs) elsewhere in the US anecdotally noted a recent decrease in the number of SSTIs in our clinical practices. We examined changes in SSTI incidence at UCM overall and also in specific demographic strata of patients.
METHODS
The UCM is an academic medical center located on the South Side of Chicago serving the local population for primary care, and it is also a tertiary referral center. University of Chicago Medicine has 617 inpatient beds (161 pediatric and 456 adult), including 126 intensive care unit (ICU) beds, with approximately 23 500 annual adult admissions and 6500 annual pediatric admissions. The ED serves approximately 43 000 adult and 28 000 pediatric encounters annually. The study was approved by the Institutional Review Board of the Biological Sciences Division of the University of Chicago.
Data were obtained from the UCM Clinical Data Research Warehouse for all SSTI-associated inpatient, outpatient clinic and ED encounters at UCM that were coded with a diagnosis of an SSTI between January 1, 2006 and March 31, 2014. Skin and soft tissue infection-associated encounters were defined as having at least a single SSTI-associated code of the International Classification of Diseases, Ninth Revision (ICD-9) in billing records (see Table 1 ). An ED encounter was included in the study if a subject was coded for an SSTI during a visit to a UCM ED and was not admitted to the hospital. Outpatient encounters were those in which an SSTI ICD-9 code was assigned during a visit to any outpatient clinic at UCM, whereas inpatient encounters included any inpatient admission with at least a single SSTI-associated ICD-9 code. The dataset was limited to the first occurrence of an SSTI-associated encounter per patient per year.
Demographic and Risk Characteristics
Variables collected for each patient encounter included age, sex, ethnicity, race, identification of infection type, type and date of encounter, stay in ICU, inpatient or outpatient surgery, presence of a central line, and end-stage renal disease (ESRD). An ICU admission was defined as an ICU stay at any point during an inpatient encounter. Inpatient and outpatient surgery were recorded if a subject had the corresponding type of surgery during an encounter. All SSTI cultures that grew MRSA or methicillin-susceptible S aureus reported in laboratory data at UCM from an SSTI-associated encounter were also recorded from the UCM Data Warehouse.
Analysis
Skin and soft tissue infections were tabulated by quarter and year. Incidence density of SSTIs was calculated by quarter and year per 1000 patient encounters. The denominator used to calculate incidence per 1000 patient encounters for all analyses appropriately reflected the stratified category (eg, incidence per 1000 adult patient encounters, incidence per 1000 inpatient encounters, etc). Quarterly incidence density per 1000 encounters, including data for the first quarter of 2006 through the first quarter of 2014, was plotted for all encounters at UCM, stratified by pediatric (ie, <18 years of age) versus adult encounters and stratified by ED, outpatient clinic, and inpatient encounters.
Three types of regression analysis were performed. First, we performed separate stratified Poisson regression analyses by age group ( pediatric or adult), sex, ethnicity, race, and encounter type (ie, inpatient, outpatient, and ED) to examine the change in the incidence density of SSTIs in the study period within these specific patient strata. Second, unadjusted Poisson regression was used to assess the relationship between the incidence of SSTIs and each of the following categories: age group, sex, ethnicity, race, and encounter type. Third, a multivariable Poisson regression model was used to assess SSTI incidence, controlling for variables found to be significantly associated with SSTIs in univariate analysis. Unadjusted and adjusted Poisson regression analyses were used to quantify the relationship between the risk of SSTIs and each of the demographic variables. All Poisson regression analyses were limited to data collected in the period January 1, 2006-December 31, 2013 because we examined variables related to changes in incidence density on an annual basis. All covariates identified in univariate models as statistically significant at the P ≤ .05 level, using the Wald test statistic, were included in the multivariable regression model. Analyses were performed in Stata 14.0 (StataCorp, College Station, TX) [12] .
RESULTS
In January 2006-March 2014, data were collected for 38 201 patient encounters from 31 869 subjects with an ICD-9 code for an SSTI as a primary or secondary diagnosis, representing an incidence density of 5.88 SSTI-related encounters per 1000 patient encounters. The SSTI rates differed by encounter type, with 2.83 per 1000 outpatient clinic encounters, 25.57 per 1000 inpatient encounters, and 25.62 per 1000 ED encounters. The majority of SSTI-associated encounters had the following ICD-9 codes: 681.x (cellulitis and abscess of finger and toe), 682.x (other cellulitis and abscess), or 704.8 (folliculitis, perifolliculitis) ( Table 1) . Among SSTI encounters (Table 2) , females (n = 23 681; 57.3%) and African Americans (n = 27 320; 67.9%) predominated. The mean age of SSTI patients was 36.6 years (range, 0-109 years). Skin and soft tissue infections were recorded in 1234 (3.23% of all SSTI-associated encounters) ICU encounters, 769 (2.0%) inpatient surgery encounters, 720 (1.9%) outpatient surgery encounters, 1014 (2.7%) encounters for subjects with a central line, and 558 (1.5%) encounters for subjects with an ESRD-associated ICD-9 code. It is notable that only 11.2% percent of our SSTI cohort had an S aureus isolate cultured during the SSTI-associated encounter. A similar number of total patient encounters were recorded at UCM for all diagnoses in each year of the study (Supplementary Table 1 b Summary statistics reflect a percentage of the total SSTI-associated encounters by encounter types (ie, inpatient, outpatient clinic or ED).
c Determined from laboratory culture data when a culture was sent and there was growth of S aureus.
d No culture was obtained from the patient or a culture was obtained but did not grow S aureus.
e Only includes data for first quarter of 2014.
In unadjusted Poisson analyses (Table 4) , there was a significant decrease among all studied subjects in the incidence of SSTIs (RR = 0.97; 95% CI, .97-.98) between 2006 and 2013. Children, compared with adults, had a significantly higher likelihood of having an SSTI-associated encounter (RR = 1.81; 95% CI, 1.77-1.85) (Figure 1 ). Compared with outpatient encounters, there was a significantly higher rate of SSTIs among both inpatient (RR = 9.07; 95% CI, 8.80-9.35) and ED encounters (RR = 9.22; 95% CI, 9.01-9.42) (Figure 2) .
In adjusted Poisson analysis (Table 4) , accounting for age group and type of encounter (ED, outpatient, or inpatient), there was a significant decrease in the incidence density of SSTIs during the study period among all patients in all treatment settings considered together (RR = 0.99; 95% CI, .98-.99). After adjusting for year and type of encounter, compared with adults, children had a significantly lower incidence of SSTIs (RR = 0.89; 95% CI, .87-.92).
During the study period, both all pediatric and all ED SSTIassociated encounters exhibited a strong seasonal pattern each year, with the peak incidence of SSTIs occurring during the third quarter (ie, July, August, and September). We also noted a distinct seasonal pattern in each year for all inpatient SSTIassociated encounters (except for 2013) and for all adult SSTI-associated encounters (except for 2006), with the peak incidence density of SSTIs occurring in the first quarter of the year (ie, January, February, and March).
DISCUSSION
Among more than 30 000 patients treated at UCM for an SSTI in 2006-2013 among 6.3 million encounters, there was a decreased SSTI incidence of 16.9%. This was a remarkable reversal from the rapidly increasing incidence trend for SSTIs that was recorded at many medical centers in the United States after the year 2000 [1, 13] . This represented a 1% decrease on average per year from 2006 to 2013. This decrease was not limited to a single demographic group. Instead, we observed a significant drop in SSTI incidence density at UCM during the study period in children, adults, African Americans, whites, inpatients, and patients who were treated in the ED and discharged.
Unlike many previously published studies, we examined the incidence of SSTIs in all clinical settings and among both children and adults. Children, who were first found to have CA-MRSA infections at our center in the 1990s [14] , compared with adults, had a significantly higher unadjusted incidence density of SSTIs among the patients treated at our center. After adjusting for year and encounter type, however, children had a significantly lower incidence density of SSTIs, likely due to the fact that all children treated at UCM are less likely than adults to have chronic medical conditions for which adult patients are often admitted. We also showed that the burden of SSTIs was higher among both inpatient and ED patients than among patients served by outpatient clinics. Notably, our data demonstrated that the observed decrease in SSTI incidence density at UCM began as early as 2007 and continued at least through 2013. Until recently, research studies on the incidence of SSTIs after the 1990s in the United States and Canada have consistently found an increasing trend driven by an increase in the incidence of CA-MRSA and other S aureus infections as well as any SSTIs, and particularly infections caused by the USA300 MRSA strain type [8, [15] [16] [17] [18] [19] [20] . Comparing 2004-5 with 2008, we previously documented at UCM that the there was a shift among infecting MRSA isolates, from a predominance of healthcare acquired (HA)-MRSA (CC5, SCCmec type II, Panton-Valentine leukocidin [PVL]-negative) to CA-MRSA (ST8, SCCmec type IV, PVL-positive, corresponding to USA300) strain types. This was accompanied by a shift from the predominance of epidemiologically defined HA-MRSA to CA-MRSA infections [21] . The increased incidence of MRSA infections among treated SSTIs during the first years of the present century was demonstrated by many authors. For example, in 2000-2004, according to data from the NIS, SSTIs among hospitalized US patients increased 29% [5] . Skin and soft tissue infections caused by MRSA at a Los Angeles area ED increased 19% in 2001-2002 and 64% in 2003-2004 [13] , suggesting an acceleration in the rate over time. During the period 1998-2006, SSTI incidence increased among US inpatient encounters and surgical visits [22] and among hospitalized children [23] . By 2005, the incidence density of SSTIs across all US healthcare settings had increased significantly, to 48.1 per 1000 visits, compared with 32.1 per 1000 visits in 1997 [2] .
More recent research has suggested that the incidence of SSTIs, and also the incidence of MRSA infections, may be on the decline in the United States [24] [25] [26] . Dantes et al [27] found a decrease in the incidence of invasive MRSA infections in 9 US metropolitan areas in 2011, compared with 2005, among HA community-onset (27.7%), hospital-onset (54.2%), and CA (5.0%) MRSA infections. In another large study of US Department of Defense TRICARE beneficiaries in 2005-2010, among all S aureus SSTIs, the proportion of community-onset MRSA SSTIs decreased significantly [28] . These findings are consistent with our more recent data, in which we demonstrated a decrease in SSTI incidence in 2006-2013 in all demographic categories and all patient settings at UCM with the exception of patients treated at outpatient clinics. Taken together, our results and those of others suggest that there may have been a peak in the number of SSTIs in the United States driven by the emergence of USA300 MRSA during the first decade after the year 2000, and subsequently this incidence may have decreased. , overall and stratified by pediatric and adult incidence density (N = 6 500 549 encounters). Note that the adult incidence density closely tracks with the overall incidence density over time.
The finding of seasonal variation in the incidence of SSTIs has been found previously by other authors. Significantly more ED visits for a MRSA infection were observed during the second 2 quarters of the year (July-December), compared with the first 2 quarters (January-June) at the Rhode Island Hospital in 2001-2010 [29] . In the same study, significantly more HA-MRSA infections occurred in pediatric encounters during the second 2 quarters compared with the first 2 quarters of the year [29] . We found a similar pattern, with all pediatric and, separately, all ED SSTI-associated encounters peaking in the third quarter of the year. One study has suggested that a consistent weekly average maximum temperature of 33°C (91.4°F) is ideal for the development of both SSTIs and MRSA infections and that as the temperature increases, so does the occurrence of MRSA infections [30] . Further research is needed to examine the association of ambient temperature and SSTI risk.
Our study has many strengths. We examined SSTI-associated encounters at all clinical sites for the provision of care among children and adults. In addition, our data included an extended period of 7 years at UCM, a medical center serving a diverse urban population for primary and tertiary care. Some previous studies have had limited sensitivity in defining a cohort of subjects with SSTIs by relying only on laboratory data. This laboratory-based approach far underestimates SSTI incidence because many SSTIs are diagnosed without a bacterial culture being obtained. For example, although S aureus is thought to be the leading bacterial species causing human medically attended SSTIs, only 11.3% percent of our SSTI cohort, defined by ICD-9 coding data, were found to have an S aureus isolate cultured in microbiology data, as noted in Table 2 . This is similar to the findings by Ray et al [31] , in which just 23% of 471 550 episodes of SSTI underwent culture in a large integrated health plan in California.
Our study also has certain limitations. It was performed at a single center and thus may not be representative of all medical facilities in the United States In addition, we used administrative data and ICD-9 codes to identify patient encounters in which an SSTI was diagnosed. It is possible that coding practices changed over time for the same clinical syndromes. However, our use of a fairly comprehensive list of SSTI-associated ICD-9 codes would likely capture SSTIs with any different codes. These data have a high sensitivity but a lower specificity [32] for identifying subjects with an SSTI than do detailed studies of medical records. However, we believe that although there may be error in the magnitude of our estimates of incidence density, it is less likely that there was error in the trends that we identified. It is also possible that there was a change in the makeup of patients served at UCM that would confound the association of SSTI incidence density and year, but we are not aware of any such changes. Referral bias may have affected the observed decrease in SSTI incidence density if referral patterns to UCM for MRSA SSTIs changed over time.
CONCLUSIONS
We demonstrated a significant decrease in the incidence density of SSTIs at our medical center. Whether this decrease was due to a change in the epidemiology of S aureus infections at our institution, a change in behavior of patients, or a broader shift in epidemiologic patterns in the United States, especially after 2011, must be studied further. The lower incidence of SSTIs that we identified represents a substantial shift in the burden of a common infection syndrome that affects inpatient, outpatient clinic and ED practice.
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